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DETAILED ACTION 
Election/Restrictions 

1 . Applicant's election of Group I in the reply filed on September 24, 2007 is 
acknowledged. Because applicant did not distinctly and specifically point out the supposed 
errors in the restriction requirement, the election has been treated as an election without traverse 
(MPEP§ 818.03(a)). 

2. Claims 3-23 and 25-38 withdrawn from further consideration pursuant to 37 CFR 
1.142(b) as being drawn to a nonelected subject matter. Election was made without traverse in 
the reply filed on September 24, 2007. 

Information Disclosure Statement 

3. The information disclosure statement (IDS) submitted on October 17, 2005 was filed in 
compliance with the provisions of 37 CFR 1.97 and 37 CFR 1.98. Accordingly, the IDS was 
considered. A signed copy of form 1449 is enclosed herewith. 

Claim Rejections - 35 USC § 112 

The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and 
process of making and using it, in such full, clear, concise, and exact terms as to enable any 
person skilled in the art to which it pertains, or with which it is most nearly connected, to make 
and use the same and shall set forth the best mode contemplated by the inventor of carrying out 
his invention. 

4. Claim 24 rejected under 35 U.S.C. 1 12, first paragraph, as failing to comply with the 
enablement requirement. The claim(s) contains subject matter which was not described in the 
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specification in such a way as to enable one skilled in the art to which it pertains, or with which 

it is most nearly connected, to make and/or use the invention. 

The standard for determining whether the specification meets the enablement requirement 

was cast in the Supreme Court decision of Mineral Separation v. Hyde, 242 U.S. 261, 270 (1916) 

which postured the question: is the experimentation needed to practice the invention undue or 

unreasonable? That standard is still the one to be applied. In re Wands, 858 F.2d 731, 737, 

8USPQ2s 1400, 1404 (Fed. Cir. 1988). MPEP 2164.01(a) states "There are many factors to be 

considered when determining whether there is sufficient evidence to support a determination that 

a disclosure does not satisfy the enablement requirement and whether any necessary 

experimentation is undue". The factors are applied below to the instant claims. 

The breadth of the claims and nature of invention 

Pharmaceutical composition comprising crystalline form III of linezolid. 

The state of the prior art and level of predictability 

It is well known that polymorphs convert to thermodynamically preferred forms 
unintentionally upon exposure to the energetics of pharmaceutical processing (Brittain et 
al., p. 332 1 st paragraph, p. 334 1 st paragraph), for example: production of bulk drug 
substance (Brittain et al., p. 333), particle size reduction (Brittain et al., p. 334), 
granulation (Brittain et al., p. 339). Furthermore, it is known in the art that the solid 
structure of a compound is lost when that compound is placed in solution (for example, 
see 1 st paragraph 1, page 2 of http://www.expresspharmaonline.com/20031023/edit02. 
shtml). Therefore, the level of predictability is low in the art for preserving a particular 
crystalline form through the process of making a pharmaceutical composition. Absent a 
teaching of how the instantly claimed crystalline form can be maintained through the 
steps involved in pharmaceutical processing, one of ordinary skill would not know what 
precautions to take to avoid solid-to-solid (ie. crystal forms or amorphous) 
transformations during the formulation process. 

The amount of direction and working examples provided 

No working examples of the claimed pharmaceutical compositions are provided. No 
guidance is given for the method of making pharmaceutical compositions while 
maintaining the specifically claimed crystal form. 
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The quantity of experimentation needed to make or use the invention 

Based on the lack of direction in the instant disclosure, in view of the low level of 
predictability in the art, one of ordinary skill is not enabled to make pharmaceutical 
compositions of any linezolid solid form. The quantity of experimentation to practice the 
claimed invention is undue. 

Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

(a) the invention was known or used by others in this country, or patented or described in a 
printed publication in this or a foreign country, before the invention thereof by the applicant for a 
patent. 

(b) the invention was patented or described in a printed publication in this or a foreign country or 
in public use or on sale in this country, more than one year prior to the date of application for 
patent in the United States. 

5. Claims 1 and 2 rejected under 35 U.S.C. 102(b) as anticipated by or, in the alternative, 
under 35 U.S.C. 103(a) as obvious over Barbachyn et al. (US 5,688,792 example 5 on columns 
14 & 15). 

Barbachyn et al. teach a solid form of linezolid which is obtained from a mixture of 
methanol and ethyl acetate. The reference does not teach a specific crystalline form of linezolid, 
because the inherent feature that defines such form (eg. XRD data, IR data, etc.) is not disclosed. 
Thus, the difference between the prior art solid and the instantly claimed crystalline form lies on 
characteristics for which the reference happens to be silent. This is not an ordinary inherency 
situation, however, as stated in Ex parte Anderson, 21 USPQ 2 nd 1241 and 1251 "There is ample 
precedent for shifting the burden to an applicant to reproduce a prior art product whose final 
structure or properties are, at least, in part determined by the precise process used in its 
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manufacture.' 5 (page 1253). Furthermore, MPEP 21 12.V states that "once a reference teaching 
product appearing to be substantially identical is made the basis of a rejection, and the examiner 
presents evidence or reasoning tending to show inherency, the burden shifts to the applicant to 
show an unobvious difference. 

To overcome this rejection, Applicant is requested to provide a showing of how the 
instantly claimed crystalline form is different from the disclosure of Barbachyn et al. 

6. Claims 1 and 2 rejected under 35 U.S.C. 102(a) as anticipated by or, in the alternative, 
under 35 U.S.C. 103(a) as obvious over Meng (pg. 30, 1 st paragraph). 

Meng teaches a solid form of linezolid which is recrystallized from ethyl acetate and 
mineral ether. The reference does not teach a specific crystalline form of linezolid, because the 
inherent feature that defines such form (eg. XRD data, IR data, etc.) is not disclosed. Thus, the 
difference between the prior art solid and the instantly claimed crystalline form lies on 
characteristics for which the reference happens to be silent. This is not an ordinary inherency 
situation, however,, as stated in Ex parte Anderson, 21 USPQ 2 nd 1241 and 1251 "There is ample 
precedent for shifting the burden to an applicant to reproduce a prior art product whose final 
structure or properties are, at least, in part determined by the precise process used in its 
manufacture." (page 1253). Furthermore, MPEP 21 12.V states that "once a reference teaching 
product appearing to be substantially identical is made the basis of a rejection, and the examiner 
presents evidence or reasoning tending to show inherency, the burden shifts to the applicant to 
show an unobvious difference. 

To overcome this rejection, Applicant is requested to provide a showing of how the 
instantly claimed crystalline form is different from the disclosure of Meng. 
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7. Claims 1 and 2 rejected under 35 U.S.C. 102(b) as anticipated by or, in the alternative, 
under 35 U.S.C. 103(a) as obvious over Pearlman et al. (WO 99/24393 example 8 on page 19). 

Pearlman et al. teach a solid form of linezolid which is obtained from ethyl acetate. The 
reference does not teach a specific crystalline form of linezolid, because the inherent feature that 
defines such form (eg. XRD data, IR data, etc.) is not disclosed. Thus, the difference between 
the prior art solid and the instantly claimed crystalline form lies on characteristics for which the 
reference happens to be silent. This is not an ordinary inherency situation, however, as stated in 
Ex parte Anderson, 21 USPQ 2 nd 1241 and 1251 "There is ample precedent for shifting the 
burden to an applicant to reproduce a prior art product whose final structure or properties are, at 
least, in part determined by the precise process used in its manufacture." (page 1253). 
Furthermore, MPEP 21 12.V states that "once a reference teaching product appearing to be 
substantially identical is made the basis of a rejection, and the examiner presents evidence or 
reasoning tending to show inherency, the burden shifts to the applicant to show an unobvious 
difference. 

To overcome this rejection, Applicant is requested to provide a showing of how the 
instantly claimed crystalline form is different from the disclosure of Pearlman et al. 

8. Claims 1 and 2 rejected under 35 U.S.C. 102(b) as anticipated by or, in the alternative, 
under 35 U.S.C. 103(a) as obvious over Perrault et al. (WO 02/085849 example 1 on page 14). 

Perrault et al. teach a solid form of linezolid which is obtained from ethyl acetate using a 
procedure different from that reported by Pearlman et al. (WO 99/24393 example 8 on page 19). 
The reference does not teach a specific crystalline form of linezolid, because the inherent feature 
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that defines such form (eg. XRD data, IR data, etc.) is not disclosed. Thus, the difference 
between the prior art solid and the instantly claimed crystalline form lies on characteristics for 
which the reference happens to be silent. This is not an ordinary inherency situation, however, 
as stated in Ex parte Anderson, 21 USPQ 2 nd 1241 and 1251 "There is ample precedent for 
shifting the burden to an applicant to reproduce a prior art product whose final structure or 
properties are, at least, in part determined by the precise process used in its manufacture." (page 
1253). Furthermore, MPEP 21 12.V states that "once a reference teaching product appearing to 
be substantially identical is made the basis of a rejection, and the examiner presents evidence or 
reasoning tending to show inherency, the burden shifts to the applicant to show an unobvious 
difference. 

To overcome this rejection, Applicant is requested to provide a showing of how the 
instantly claimed crystalline form is different from the disclosure of Perrault et al. 

9. Claim 24 rejected under 35 U.S.C. 102(b) as being anticipated by Zyvox Consumer 
Information (published 1 1-16-2001). 

The reference teaches pharmaceutical compositions of Zyvox (linezolid) in tablet, 
injection, and oral suspension. Further information on the composition of these formulations are 
provided by Zyvox 's approved label. 

The reference (Zyvox Consumer Information) does not teach a specific crystalline form 
of linezolid in the tablet formulaion, because the inherent feature that defines such form (eg. 
XRD data, IR data, etc.) is not disclosed. Thus, the difference between the prior art composition 
and the instantly claimed composition lies on characteristics for which the reference happens to 
be silent (ie. crystalline form of linezolid). This is not an ordinary inherency situation, however, 
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as stated in Ex parte Anderson, 21 USPQ 2 nd 1241 and 1251 "There is ample precedent for 
shifting the burden to an applicant to reproduce a prior art product whose final structure or 
properties are, at least, in part determined by the precise process used in its manufacture." (page 
1253). Furthermore, MPEP 21 12.V states that "once a reference teaching product appearing to 
be substantially identical is made the basis of a rejection, and the examiner presents evidence or 
reasoning tending to show inherency, the burden shifts to the applicant to show an unobvious 
difference. 

Furthermore, it is noted that when a solid form is dissolved in an aqueous solution it no 
longer exists as the solid form. Rather, it adopts a "free form" which is the same as the one 
disclosed by the reference for the oral suspension and injection formulations. 

10. Claim 24 rejected under 35 U.S.C. 102(a) as being anticipated by Pena et al. (WO 
02/072066 pages 14-17). 

The reference teaches pharmaceutical compositions of linezolid in carriers in which the 
drug is poorly soluble (see abstract). The reference does not teach a specific crystalline form of 
linezolid because the inherent feature that defines such form (eg. XRD data, IR data, etc.) is not 
disclosed. Thus, the difference between the prior art composition and the instantly claimed 
composition lies on characteristics for which the reference happens to be silent (ie. crystalline 
form of linezolid). This is not an ordinary inherency situation, however, as stated in Ex parte 
Anderson, 21 USPQ 2 nd 1241 and 1251 "There is ample precedent for shifting the burden to an 
applicant to reproduce a prior art product whose final structure or properties are, at least, in part 
determined by the precise process used in its manufacture." (page 1253). Furthermore, MPEP 
21 12.V states that "once a reference teaching product appearing to be substantially identical is 
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made the basis of a rejection, and the examiner presents evidence or reasoning tending to show 
inherency, the burden shifts to the applicant to show an unobvious difference. 

To overcome this rejection, Applicant is requested to provide a showing of how the 
instantly claimed crystalline form is different from the disclosure of Pena et al. 



11. No claims allowed. 

12. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Sun Jae Y. Loewe whose telephone number is (571) 272-9074. 
The examiner can normally be reached on M-F 7:30-5:00 Est. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Joseph McKane can be reached on (571)272-0699. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



Conclusion 



Sun Jae Y. Loewe 
Art Unit 1626 




